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ttPMARKS 

Applicants request entry of this amendment in adherence with 37 C.F*. 

led fences, SEQ ID NOS>77, in computer readab,e form, and a paper copy of the 
sequence information which has been printed from the floppy drsk. 

The information contained in the computer readabie disk was prepared 

This amendment contains no new matter. 

Attached hereto is a marked-up version of the changes made to the 
specificationbythe amendment, the at «hed page is capUoned '•yERSMffl 
M ^ Pf W TO SHOW rHANGRS MADEJI 

^"er^n^ephone conference wou.d expedrte prose^ ^ 

offl nsapplication,plea S ete,ephone.he U nder S i g neda,(650,326-2400. ^ j , W W 

■rr A700 
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Tp «.» R pP rification: -\700 

-7 19 hn«! been amended as follows: -Tl . \ I w 

The paragraph beginning at page 7, toe 32, has been ame nav , 75 seruri 

Fig 19' Epitope Map: Restricted N-terminal Response. Day 175 serum 

F1 0920M shows a representative N-terminal restricted response to the pep« e 
DAEFRHDSGY (SEOJEmSXwhich covers amino acids 1-10 of the AN1792 peptrde 
which was used as immunizing antigen. 

. • * „„ 0 fi w>5 has been amended as follows: 
The paragraph beginning at page 8, line 5, has been am 

Fig 20: Epitope Map: Non-restricted N-terminal response. Day 175 serum 

♦ *~\ bv FT TS A aaainst a series of 1 0-mer overlapping 
from cvnomolgus monkeys was tested by ELibA againsi a 

„ v i riv Ser Asn-Lvs-Gly-Ala-Ile-Ile-Gly-Leu-Met-Val-Gly- 
Leu-Val-Phe-Phe-Ala-Glu-Asp-Val-Gly-Ser-Asn Lys u y 

Gly-Val-Val-ne-Ala-OH ffFf> ID NQ:«2). 

The paragraph begmntag a. page 28, line 14, has been amended as follows: 

Someagentsforinducinganimmuncresponsecontamtheappropn e 

epitope for inducing an immune response against amyloid deposits but are too small to be 
elcyanin, immunoglobulin molecules, thyroxin, ovalbumin, tetanus toxotd, or a 
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aUenuatedtoxinderivative. Other carriers include T-cell epitopes ma, bmd— * 

^ in the ar, as Wrsal T-ceU epitopes." Examples of — T-ceH epttopes 
include: 

, • • UA PKYVKONTLKLAT (RT?n TD NO:431 

Influenza Hemagluttinin:HA 3 o7-3i9 PKYVK^imi^ 

P ADRE (common residues bolded) AKXVAAWTLKAAA (SEGilM 
Malaria CS: T3 epitope EKKIAKMEKASSVFNV (SESIBH^ 
Hepatitis B surface antigen: HBsAg,,., FFLLTRILTI 

• « u « DOSIGDLIAEAMDKVGNEG CSFO <P IM 
Heat Shock Protein 65: hsp65is 3 .i7i DIJSlwu™ 

bacilleCalmette-Guerin QVHFQPLPPAVVKL (SEGUU^ 
Tetanus toxoid: TW QYKANSKFIGITEL (SEOJEJJQ^ 
Tetanus toxoid: TW FNNFTVSFWLRVPKVSASHLE (S^mM^ 
HIVgpl20Tl: KQIINMWQEVGKAMYA (SJOJfiHLiU- 

2 identical N termini have been produced on the branched lysine-contammg core, 
multiplicity greatly enhances the responsiveness of cognate B cells. 



Peptide 
Peptide 
Peptide 

KGG 

Peptide 
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AN90549 (Ap 1-7/Tetanus toxoid 830-844 in a MAP4 configuration): 
gaEfBHBQYIKMJSKFIGITEL ( SF.O TD NO:5 2) 

AN90550 (Ap l-7/Tetanu S toxoid 947-967 in a MAP4 configuration): 

D^EERHDFNNFTVSFWLRVPKVSASHLE ( SPOTDW^ 

AN90542 (Ap ,-7^.anu S toxoid 830-844 + 947-967 in a iinear configuration^ 
mEFEHBQYIKANSKFIGITELFNNFTVSFWI^VPKVSASHLE 

(gFO m NO:54^ 

AN90576: (A P 3-9)/Tetanus toxoid 830-844 in a MAP4 configuration): 
EFgHDSGQYIKANSKFIGITEL (SFOTDN0.55) 

Peptide described in US 5,736,142 (all in linear configurations): 
AN90562(A P 1-7/ peptide) AKXVAAWTLKAAADAEFRHS— (SEOJDJiQ^ 
^CA^^/pepfide): 

Other examples of fasron proteins (immunogenic epitope of A P bolded) include 
AKXVAAWTLKAAA-DAEFRHD-DAEFRHD-DAEFRHD 

(gpnmNO:58) 

D AEFRHD-AKXV AAWTLKAAA ( SF,0 TD NO: 59 } 

DAEFRHD-ISQAVHAAHAEINEAGR (SEQTONQ^O) 

FRHDSGY-ISQAVHAAHAEINEAGR ( _SFOTDNO:61 j 

EFRHDSG-ISQAVHAAHAEINEAGR (SEOJDNO^ 
PKYVKQNTLKLAT-DAEFRHD-DAEFRHD-DAEFRHD 

D AEFRHD-PKYVKQNTLKLAT-D AEFRHD [ SFO TD N0.64 
DAEFRHD-DAEFRHD-DAEFRHD-PKYVKQNTLKLAT 

(g^n TF) NQ.65) 

DAEFRHD-DAEFRHD-PKYVKQNTLKLAT (SjaTPNQ^) 
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DAEFRHD.PKYVKQNTLKLAT-EKKIAKMEKASSVFNV- 

DAEFRHD-DAEFRHD-DAEFRHD-QYIKANSKFIGITEL- 

FNNF TVSFWLRVPKVSASHL E (SEaiEHa6a 
^FHHD-QV^SKHOrmCFKKFTV™^^ 

DAE FRHD-QY K ANSKnGITELona2branohe d re S m^^ 



peptide "^-^ 

Lys-Gly-Cys 

peptide 

EQVTNVGGAISQAVHAAHAEINEAGR (SEQ ID NO:71) (Synuclein 
fusion protein in MAP-4 configuration). 

. • * ah w 24 has been amended as follows: 

-a 15 112 13-28 and 33-42, each conjugated to sheep anti-mouse IgG) 

i* ™rs The AB peptide derivatives were synthesized with the 
rrnsslinking reagent sulfo-EMCS. TheAppepuuc 

crosslinKing * inserted cysteine 

following final amino acid sequences. In each case, tneioca 

following The AB13-28 peptide derivative also had two glycine 

residue is indicated by underlining. The Apu ^pep 

residues addedprior to the carboxyl terminal cysteine as indicated. 
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Apl-12 peptide 
Apl-5 peptide 
Ap33-42 peptide 

AP13-28 peptide 



MH2-D AEFRHDSGYEVC-COOH l^DNO^ 
NH2-D AEFRC-COOH (SE^TPJiQLTJ) 
^-C-amino-heptanoic acid-GLMVGGWIA-COOH 

^qfo TP N0.741 
Ac-NH-HHQKLVFFAEDVGSNKGGC-COOH 

(CBnmNQ:75) 



> na 1 09 line 8 has been amended as follows: 
Theparagraphbegmntngatpage W2 ' im ^ tibodies m the serum samples from 
Tta exact array of linear peptides receded by * ^ bMing of 

«f AN1 792 were obtained from Chiron 1 ecnnoiogic* 
peptides with parua, sequences «™™ ^ per peptide (syn ,hesis 

amino aeid peptides wtth an overlap of 9 rest ues an P ^ 

xt and No 5814). The first 32 peptides [uom mc 5 

No. 5366, No. 533. and H* 58 ^ ^ ^ rf ^ „ 

upstream of the N-termtnai of AN 79 do*, ^ ^ 

bi „tiny,a.ed on the C-termina. wtth a Infer of «^ ^ ^ , ^ 

secondpeptidefromthe previous ^ " ,,, ^" t !^^^ ^ - . 

^ ofEGEG ^e — in TTBS (0.05% 

f < ™M in DMSO. These peptide stocks were dtluted to 5 (iM in i 
concentrattonofSmMuiDMbU. vv M , aU 0 ts of this 5 uM 

„ , c i.jTri.Hrl 137mMNaCl,5.1mMKCl,pH-7.5). h 
Tween20,25mMTn S HCl,137mM ; lates(Pierce) . Ptateswere 

solu tion were added in duplicate to streptavidn. TTBS. Serum samp.es 

wim TTBS. HRP-conjugated g oa. anti-human ant^y < J ^~ ^ tes _ 
, j u«i Tnrfeveloo the color reaction, TMB (.fierce;, was 



plate reader. 



